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DEPARTMENTOF HEALTH i%HUMAN SERVtCES Public Health Service

———— . . — ..—. —.

Food and Orug Admkdatrat
2088 Oalther Ftoed

OEC24 [996
Rockvllfs MO 20860

Mr. JosephS. Gallagher
Managerand Director
BiosilLimited
127DeerdykesView
Cumbernmdd,Scotland,U.K.

Dear Mr. GaIlagher:

Duringan inspectionof your manufacturingfacilitylocatedat Cunhernaukl, Scotland,U.K. on
October 15-18, 19%, our investigatorconfmttedthat you manufacturesaline-filledbreast implants.
Theseproducts are devicesas defined by Section201(h)of the Federal Food, Drug and Cosmetic
Act (the Act). Thecurrent inspectionwasscheduledas a pre@arance inspectionto support your

o

premarketapprovaIdocumentIQh52184. The cumentinspectionrevealedthatyour firm has Good
ManufacturingPracticedeficienciesregardingmanufacturingvalidation,mvirmmental control,
record keeping, finisheddevice testingand inadequatecalibrationprocedures. The devices
manufacturedby your f- are or may becomeadulteratedin accordancewithSection501(h)of the
Act because the methods used in, and the fwilities andcontrolsused for the manufacture,
packaging, storage, and inwdlation of devicesare not in conformitywith the MedicalDeviceGood
ManufacturingPracticeRegulationsas prescribedby Title 21, QXIGof F~

.
Part

820. as follows:

1. Failure to establishand implementspecificationcontrol measuresto assurethat the
design basis for the device and packagingis correctly translatedinto approved
specifications,as required by 21 CFR 820.100(a)(l). For ewmie:

a) The retrospective validationstudyperformedcovering the patchingof the RTVshel~sis
based on an analysisof productionrecordsfor the periodof April2- June28, 1996. Tinese
productionrecords do not includedocumentationof the operationalsettingsfor the
vulcanizationprocess. The validationconclusionswereapprovedbasedon the assumption
that the operatingparameterswere witt;n the acceptablerange.

b) There havebeen no validationstudiescoveringthe packagingmaterials,or proctxs.

c) The protocolsfor shell dipping and texturingdo not spec~ the numberof products to
be manufacturedat%uorSampled.

o 2. Failure to control cnvironmentaIconditions,such as iighting, ventilation,temperature,
filtration, or microbiologicalcontamination,to preventcontaminationof the deviceand to
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820.46. For example,correctiveactionsand/or investigationsthat are undertakenwhen
microbial limits are cxccededare not documented. The monthlymicrobiological
monitoringof thecIeanroomperformedbetweenJuneandSeptember1996includedTNTC
coloniesat muhip[esites, but there is no documentstionof the correctiveactionsor
investigationsthat may havebeenperformed,althcntghthe procedureMicrobiological

~;~wtisreexceeded.
states that investigiuionsand documentedcorrectiveactions

3. Failure of the DeviceMaster Recordto includedevicespecificationsincluding
appropriatedrawings,composition,formulation,andcomponentspecifications,as required
by 21 CFR 820,18l(a). For example,your firm performsbioburdentestingon its products
for every sterilizationlot, However,no hits havebeenset and there is no documentation
of any corrective actionor investigationperfo
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whenTNTCcolonieswereobtainedon

4. Failure to have writtenproceduresfor acceptanceof componentsand inspecting,
sampling, and testingcomponentsfor conformanceto specificationsas requiredby

●
21 CFR 820.80(@. Yourfirm lackssampling,test, and acceptancecriteria for
componentsreceivedfrom EliosilLtd. in Ashby,U.K. For instance,the standard
dome valve assemblyis sampledand measuredto specificationupon receiptbut this
is not specified in the inspectioninstructions.

5. Failure of the DeviceHistoryRecordto includecritical informationsuch as
dates’mfmanufacture,quantitymanufactured,and quantityreleasedfor distribution,
as required by 21 CFR 820.184. For example,the SterilizationManifestand Batch
ReleaseRecordswhichare part of the DeviceHistoryRecordfor the saline-filled
breast implantscontainblanksignaturefieldsand blankdata fields, and over-writes
which lack explanation.

& FaiIure to adequatelycheckand, whereneceswy, testeach productionrun, lot,
or batch for conformancewithdevicespecificationsprior to release for distribution,
as required by 21 CFR 820.160. For example,correctiveactionplans for non-
conformancereportsdo ddrcss the root causeof the problem. Non-
conformancereports* =“ @alightproblemswith fibers, bubblesand FM
in product.

7. Failure to have adequatecalibrationprocedureswhich includespecific
directions, limits for accuracyand precision,am!~rovisionfor remedialaction

whenaccuracy and precisionlimits are not met, as requiredby 21 CFR 820,61(a).
For example, records for instrumentcalibrationshowedthat the equipmentwas

o calibrated to a setpoint
calibratedat OrICpoint
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~islet&r isnotin@tid tohmdl-inclusivc list ofdeficiencies atyour facility. ltisyour
responsibilityto muwrcadherenceto each requirementof the Act and regulations. Thc spdfh
violationsnoted in this letter and in the FDA483 iwuedat tic closeoutof the inspectionmaybe
symptomaticof serious under~yingproblemsin your fits manufacturingand qualityassurance
systems. Youare responsiblefor investigatinganddeterminingthe causesof the violations
identifiedby the Food and Dmg Administration. If the causesare determinedto be systems
problems,you must promptly initiatepermanentcorrectiveactions. In addition, Federalagencies
are advisedof the issuanceof all WarningLettersaboutdevica so that they may take this
informationinto accountwhenconsideringthe awardof contracts.

Validationof your manufacturingprocessesis extremelyimportantin producinga product that
consistentlymeets specifications. Past microbiologicalmonitoringof your cleanroomsshowed
severalTNTC results. 13ioburdentestingshowedone TNTC result. If bioburdenon the product is
excessive, the sterilization processmay not be adequateto steriiiz the product.

Initial reviewof your October28, 19% responseto the FDA483 issued to you by Ms. Lynch
appearsto adquately addressthe observations. However,part of your correctiveactionwill not be
completeduntil the end of January 1997.It will be necessaryfor us to inapeetyour firm to verifi
the implementationof your corrections. Until thesecorrectionsare verified, your premarlcet
submission(K%2184)will be on hold status. It is your responsibilityto rescheduleanother
inspectionof your facility. Youmaycontactthe Foodand Drug Administration,Divisionof
Emergencyand InvestigationalOperationsBranch,5600 FishersLane, Room 1371, (HFC-133),
Roekville,MD 20857 to reschedule.

Shouldyou require any assistancein understandingthe contentsof this letter, pleasecontact Ms.
MadalynSheldonat (301) 594-4618,or at the letterheadaddress.
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/“‘~dlian J. Gill /

/
Director
Officeof Compliance

./ Center for Devicesand
RadiologicalHealth
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